Background/Aims: We aimed to assess the rate of histologic discrepancy (HD) between endoscopic forceps biopsy (EFB) and totally resected specimens in colorectal polyp and analyze the risk factors of discordant group, especially under-diagnosis (UD) cases before complete removal of colorectal polyp. Methods: From 2010 to 2015, a total of 290 polyps in 210 patients which had baseline pathology report before endoscopic resection (ER) were analyzed. UD cases were defined as those in which the diagnosis changed to a more advanced histologic feature after ER. Results: A change in the final histology after ER was noted in 137 cases (47.2%), and after excluding 9 insignificant cases, 128 cases were further categorized into overdiagnosed and under-diagnosed group. UD occurred in 86 cases (29.7%) and change from benign to malignancy was noted in 26 cases (8.9%). On univariate analysis, a larger polyp size (>10 mm) was significantly associated with both HD (P<0.001) and UD (P<0.001). Regarding polyp morphology, protruding or flat was not significantly important. On multivariate analysis, polyp size >10 mm was the single most significant predictor of both HD (P<0.001) and UD (P<0.001). Conclusions: The HD and UD rates were 47.2% and 29.7%, respectively. Polyp size >10 mm was the most important predictor of both HD and UD. We should be careful in making treatment strategy of colorectal polyp based on histologic report of EFB especially when the size of polyp is >10 mm. 
INTRODUCTION
Colorectal cancer (CRC) is the second most common malignancy in women and third most common malignancy in men worldwide. 1, 2 Since tubular adenoma is recognized as precursor lesion of CRC by adenoma-carcinoma sequence, 3 regular colonoscopy with excision of adenomatous polyps is associated with a significantly reduced incidence of CRC. 4, 5 Endoscopic resection (ER) is an effective treatment option for colon neoplasm including adenoma, carcinoma in situ, and cancer with minimal submucosal invasion. However, ER of the polyp is not always possible at the initial colonoscopy. In actual practice, ER is not widely performed at primary medical centers owing to the risk of complications such as bleeding and perforation. In addition, the patients taking antiplatelet or anticoagulant drugs at the time of procedure are not suitable for ER. In such cases, endoscopic forceps biopsy (EFB) is usually performed in a portion of the polyp, and the patient is referred to a more specialized center. However, EFB prior to ER may sometimes result in submucosal fibrosis, making lifting of the lesion with submucosal injection difficult. www.irjournal.org significant lesions, 7 these techniques are not widely available in real clinical practice yet. Determination of histologic subtype of colorectal neoplasm by EFB is still an important step before deciding the treatment strategy of ER, surgical resection, or close observation. However, since only a small portion of the polyp is obtained with EFB, there is a risk of missing the advanced lesions or neoplastic foci within the lesion. 8 There have been many studies about the histologic discrepancy (HD) between EFB and ER specimens in patients with gastric neoplasm. [8] [9] [10] [11] [12] [13] However, only few studies have evaluated HD in patients with colorectal neoplasm. 8, [14] [15] [16] [17] [18] The aim of this study was to evaluate the validity of a cold biopsy sample as representative for the whole resected specimen, investigate the rate of HD in colorectal neoplasm, evaluate the clinicopathological characteristics of discordant cases, and analyze the risk factors of under-diagnosis (UD) before complete removal of colorectal polyp by ER.
METHODS

Patients
We retrospectively reviewed the medical records and endo scopic findings of patients who underwent ER of colorectal polyp from January 2010 to March 2015 at Yeungnam University Medical Center. Among 1,171 patients who underwent ER of colorectal polyp, patients without biopsy results prior to ER were excluded. Patients with known synchronous adenocarcinoma, familial adenomatous polyposis, or IBD were also excluded. Moreover, patients with a nonepithelial origin neoplasm such as a neuroendocrine tumor, which usually presents as a subepithelial lesion, were excluded from this study. Consequently, a total of 290 polyps from 210 patients were included in the final analysis. The baseline characteristics of the patients, time interval between initial colonoscopy and ER, endoscopic details of the polyp including size, morphology, and histology were assessed.
The indications for ER at our hospital are in accordance with the American Society for Gastrointestinal Endoscopy guideline. 19 For elderly patients who are not eligible for surgical therapy because of poor general condition, or patients who refuse to undergo surgery, ER was selectively performed. Colonoscopy was performed after bowel preparation with polyethylene glycol electrolyte lavage solution. The size of the lesion was estimated using closed (2 mm) or open (7 mm) biopsy forceps held against the polyp. After complete removal of the lesion, the precise size of the resected specimen was measured with a ruler. Polyp morphology was described as protruding (Paris classification I-pedunculated or sessile) or flat (Paris classification II) subtypes, and by definition, flat lesions larger than 10 mm in diameter that grow laterally rather than vertically were defined as lateral spreading tumors (LSTs). 20 ER was most commonly performed using endoscopic mucosal resection (EMR), and occasionally, simple polypectomy, EMR with precutting method, or endoscopic submucosal dissection. EMR was performed with injection of epinephrine mixed with saline (1:10,000) into the submucosal space under the lesion creating a safety cushion. Then the lifted lesion was excised with a loop snare using an electrosurgical unit. Only 5 cases of EFB histologic reports were made at our hospital, while the rest of the cases were analyzed at each local medical center. After ER was performed, totally resected specimens were analyzed by 2 pathologists who were experts in gastroenterology.
The lesions from the enrolled patients were categorized into 2 groups, the concordant and discordant groups, based on the HD of EFB and ER specimen results. In the discordant group, lesions were subsequently categorized into the overdiagnosis (OD) and UD group. The UD group was defined as that in which the diagnosis changed from benign to malignancy, low-grade dysplasia to high-grade dysplasia, less villous to more villous component, or nonneoplastic polyp to neoplastic polyp. The OD group was defined and categorized opposite to the changes in the UD group.
Statistical Analysis
Logistic regression analysis was used to determine which variable contributed to the HD, especially UD between EFB and ER specimens. A univariate analysis was carried out initially for each variable, and subsequently all variables were included in a multivariate logistic regression analysis. Each variable was analyzed with the chi-square and Student-t test. Statistical significance was set at P<0.05. All statistical analyses were performed using the Statistical Package for Social Sciences, IBM SPSS version 20.0 (IBM Corp., Armonk, NY, USA). 
Ethical Considerations
RESULTS
Baseline Characteristics and Histologic Results
The mean age was 60.2±10.2 years (range, 24-85 years), and the male to female ratio was 2.14:1. A total of 290 polyps in 210 patients were analyzed. Among 198 cases that were stated with definite number of EFB performed, 96.5% of forceps biopsies were performed only once per colorectal polyp, probably due to concerns of massive fibrosis that might interfere with complete resection. One hundred thirty-seven (47.2%) and 153 (52.8%) polyps were noted in the right and left colon, respectively. The mean polyp size was 17.8±9.5 mm (range, 5-50 mm). Regarding polyp morphology, 158 (54.5%) and 132 (45.5%) polyps were protruding and flat subtypes, respectively; among flat subtypes, 96 were LSTs (33.1% overall) ( Table 1 ). The most common histology with EFB was tubular adenoma low-grade dysplasia (185 cases, 63.8%).
A change in the final histology after ER was noted in 137 cases (47.2%) ( Table 2 ). Among 137 discordant cases, in 9 cases, it was impossible to determine whether OD or UD had occurred before ER because, for example, a change from hyperplastic polyp to chronic nonspecific inflammation or vice versa was found. Therefore, after excluding these 9 cases, a total of 128 cases were further categorized into the OD or UD group. UD occurred in 86 cases (67.2% among HD cases; 29.7% of the overall cases) and OD occurred in 42 cases (32.8% among HD cases; 14.5% of the overall cases).
Comparisons of baseline characteristics of the UD group and the rest are summarized in Table 3 . In the UD group, change from benign to malignancy was noted in 26 cases (30.2% among UD cases, 8.9% of overall cases); among them, change from high-grade dysplasia to well-differentiated adenocarcinoma was most common (n=10, 38.5%). In the OD Values are presented as number (%). www.irjournal.org group, a single case of change from malignancy to benign was noted. In this case, an 18 mm polyp was found and classified as well-differentiated adenocarcinoma in situ by EFB. At the time of ER, the polyp size was decreased to approximately 12 mm, and the resected specimen revealed tubular adenoma with high-grade dysplasia. When we retrospectively reviewed the EFB specimen of this case at our hospital after complete resection, it came out as well-differentiated adenocarcinoma again.
Factors Associated with HD, UD and OD
The univariate analysis of clinicopathological characteristics of the HD group and UD group showed that larger (>10 mm) polyp size (HD, P<0.001; UD, P<0.001) and polyp location at the transverse colon (HD, P=0.001; UD, P=0.040) were significantly associated with both HD and UD (Table 4) . Polyps located at transverse colon showed a significantly low risk of HD (OR, 0.263; 95% CI, 0.110-0.628; P=0.001) and UD (OR, 0.368; 95% CI, 0.137-0.989; P=0.040), and when comparing rectum with transverse colon, polyps at rectum had approximately 5 times greater risk of HD (OR, 5.006; 95% CI, 1.853-13.532; P=0.001). However, when the polyp location was categorized into right and left colon divided by the splenic flexure, there was no significant association with HD and UD (HD: OR, 1.375; 95% CI, 0.86-2.18; P=0.178 and UD: OR, 1.413; 95% CI, 0.84-2.32; P=0.186). Polyp morphology whether protruding or flat was not significantly associated with HD (P =0.206) or UD (P =0.244). If LST was excluded among the flat subtypes, protruding morphology had an increasing tendency for both HD (OR, 4.249; 95% CI, 1.758-10.268; P=0.001) and UD (OR, 3.913; 95% CI, 1.310-11.690; P=0.010) compared with flat morphology.
Gender, age, BMI, or time interval between EFB and ER were not significant predictors of HD or UD. On multivariate analysis, size >10 mm was the only independent predictor of Table 5) .
In a subgroup analysis of polyp morphology according to polyp size >10 mm or ≤10 mm, polyp morphology was not a significant risk factor for HD in both circumstances. Although LST itself was not significantly associated with HD (P=0.245) or UD (P=0.540), each of the 4 subtypes were compared within LST. Among the 4 LST subtypes, mixed nodular type was significantly associated with HD (OR, 5.906; 95% CI, 1.820-19.163; P=0.001). However, none of the LST subtypes were significantly associated with UD (Table 6 ).
In the subgroup analysis of predictive factors of change from benign to malignancy (n=26), which is clinically the most significant pitfall, size was the most important predictive factor. The mean size of such cases was 23.42±8.33 mm, while the mean size of the rest was 17.47±9.74 mm (P<0.001). In addition, polyps located in the left colon had a higher tendency to eventually be identified as malignancy (OR, 2.571; 95% CI, 1.044-6.329; P =0.035). On the other hand, polyp morphology was not significantly associated with change from benign to malignancy (P=0.539).
In comparison between OD group and the rest of others, size again revealed to be a significant predictor of OD (OD group 23.9±10.4 mm, the rest of others 17.4±9.2 mm, P<0.001; size >10 mm, P=0.025). However, rest of other factors including polyp location or morphology were not significantly associated with OD. In subgroup analysis in OD group, such as comparison between cases that were changed from neoplastic polyp to nonneoplastic lesion versus rest of others, none of the factors were significantly related. In subgroup analysis of cases that were changed from advanced adenoma to nonadvanced adenoma, significant factors were not found again. 
DISCUSSION
Polyps are generally classified as neoplastic or nonneoplastic polyps. 20 Neoplastic polyps are adenomas which are benign epithelial tumors with variable malignant potential.
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The adenoma-carcinoma sequence is widely accepted, and it is known that more than 95% of CRC originate from adenomas. 22 Inherited CRC syndromes such as familial polyposis and hereditary nonpolyposis CRC support such evidence and recent findings on ras gene mutation and chromosomal deletions additionally provide biological evidence of the adenoma-carcinoma sequence. 3 In recent years, changes in the dietary lifestyle in the Korean population along with nationwide conducted cancer screening programs led to an increase in the prevalence of colorectal polyp and malignancy. 23, 24 Complete removal of adenomatous polyps is by far the most effective method to reduce the risk of CRC occurrence and subsequent cancerrelated death. 25 However, complete polypectomy is not always attainable in actual clinical practice for several reasons. Possible complications of ER, such as bleeding, 2 perforation, and postpolypectomy electrocoagulation syndrome, makes prompt total excision of colorectal polyp difficult, especially in primary medical institutions. Moreover, patients with coagulation disorders such as non-compensating cirrhosis or patients taking antiplatelet drugs or anticoagulants at the time of initial colonoscopy are not suitable candidates for one-step total excision of colorectal polyp. In such cases, EFB of the lesion followed by planned ER is usually performed.
However, indiscriminate EFB prior to polypectomy may lead to submucosal fibrosis and non-lifting of lesions, 6 which makes the complete excision of the lesion more difficult. Therefore, careful biopsy for accurate histology with minimal effect on the procedure is critical. We performed this study to evaluate the value of EFB in accurately reflecting the actual nature of the totally resected colorectal polyp specimen, and to analyze the risk factors of HD, especially UD which is the most important pressing issue in clinical practice. There have been several studies [8] [9] [10] [11] [12] [13] on HD between EFB and ER specimens in gastric neoplasm, with the HD rate ranging from 10% to approximately 50%. In previously published reports of the stomach, significant predictors of HD include larger lesion size, depressed morphology, surface nodularity, presence of ulcer or ulcer scars within the lesion, or presence of erythema. However, the results are widely conflicting, thus complete histologic investigation of the ER specimen is essential for developing an optimal management plan. Few studies have been conducted regarding HD between EFB and ER specimens in colon neoplasm, reporting a variable rate ranging between 10% and 40%.
14-18 Pugliese et al. 17 published a study of 59 colorectal polyps which underwent repetitive EFB before ER, and reported that small polyps (n=41) had 88% agreement between the histologic result of the EFB and ER specimen, but in large polyps (n=18), only 28% agreement was noted. Gondal et al. 14 presented a histologic comparison of 532 colorectal polyps detected by flexible sigmoidoscopy screening that subsequently underwent In our study, the HD and UD rates were 47.2% and 29.7%, respectively. These rates are relatively higher than those reported in previous studies. The difference may be attributed to the nature of tertiary university medical center, as most of the cases in the present study were referred cases of relatively large sized polyps that could not be easily polypectomized in other hospitals.
Polyp size >10 mm was a significant predictor of both HD and UD in the present study. In terms of polyp morphology, protruding or flat subtype was not significantly relevant. However, among LST subtypes, mixed nodular type showed an increasing tendency for HD when compared with other subtypes. It is a reasonable assumption that as the size of the polyp increases, the possibility of histopathological heterogeneity also increases, which explains why the findings of EFB of larger polyps and those of totally resected specimens tend to be discordant and malignant lesions could be underdiagnosed. Similarly, assuming the size is the same, protruding lesions have a larger volume of tissue when compared to flat subtypes, which may lead to HD by EFB. Considering that the main aim is to obtain a smaller biopsy specimen with highly accurate histologic diagnosis, biopsy should be performed carefully at the nodular portion so as not to miss the possibility of malignancy. Our study provides clear evidence of a relationship between polyp size and HD, and draw a conclusion that the polyp size is the single most important predictive factor of both HD and UD.
Interestingly, our study showed that polyp size was also associated with OD by EFB. It is well known that the distribution of histopathological features is not uniform in single adenoma. 27 This may explain the case of OD as well as UD, as small foci of well differentiated adenocarcinoma may be removed by cold biopsy, leaving the bulk of the lesion with less severe histological features in totally resected specimens, as in the single case of OD observed in our study. In this case, we retrospectively reviewed the EFB specimen in our hospital again and the same pathologic assessment was made. In some respects, we can assume that OD cases are those that were relatively well-biopsied at critical portion within a polyp, especially in large polyp that has higher possibility of histopathological heterogeneity. The present study has some limitations due to the retrospective nature of the study. We could only review the pathology reports from each local medical institutions, not the pathology specimens themselves. Since the pathologic assessment of EFB and ER specimens was made by different pathologists, it inevitably resulted in inter-observer variability. Assessing the degree of dysplasia of an adenoma as low or high is substantially subjective. There is no absolute definition of "high-grade" dysplasia. The same applies to assessing tubulovillous or villous adenoma as well as differentiation of adenocarcinoma. A study by Gondal et al.
14 found that inter-pathologist variation is an independent predictor of HD between EFB and ER specimens, along with the polyp size. In our study, in only 5 cases, both EFB and ER were performed in our hospital, while in the rest of the cases, the patients were transferred from local medical centers after EFB and then underwent polypectomy in our hospital. This was associated with the nature of referral hospitals. Because of the enormous difference in the number of cases that underwent both procedures in our hospital and one procedure (5 vs. 285, respectively), we could not include inter-observer variation as a statistical variable, although this might be a potential confounding factor that may affect the frequency of HD. However on the other side, in actual clinical practice, most patients come to tertiary hospital with just the pathology report, not with pathology specimen. We believe that our result may reflect the actual clinical situation in referral hospitals. Besides, due to such nature of referral hospital, there might be a referral bias. Not all colorectal polyps found in the clinical settings are needed to be referred to tertiary hospital. Thus, the results of our study cannot be generalized to all colorectal polyps. Also, since each EFB were performed at different medical centers in retrospective setting, we could not standardize biopsy protocol. Among cases that were stated with specific number of EFB performed (198 cases out of 290 polyps), most of the EFB (96.5%) were performed only once per polyp. However, the number of biopsy and the optimal location of biopsy within a polyp was not perfectly controlled. Thus, the absence of standardized biopsy protocol may have affect the rate of HD.
Despite these limitations, however, our study is the first to evaluate the rate of HD based on fully examined colonoscopic findings, and further analyze the risk factors of www.irjournal.org HD, UD and OD in a relatively larger number of subjects compared with those included in previous reports. HD was noted in 47.2% of colorectal neoplasm, and about 29.7% of polyps were underestimated and 14.5% of polyps were overestimated by EFB prior to complete polypectomy. Polyp size >10 mm was the single most important predictive factor for HD, UD or OD. Careful biopsy for an accurate histological diagnosis before the procedure and choosing the optimal treatment strategy for complete resection of colorectal neoplasm is warranted, especially when the size of the polyp is >10 mm.
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